U. S.S.N. 10/690,872 
i-)k-il: October 22, 2(10.1 

AMENDMENT AND RESPONSE TO OFFICE ACTION 

In the Claims 

1 . (currently amended) A milnacipran formulation that provides pulsatile release of 
milnacipran to produce a therapeutic effect over approximately 24 hours when administered to a 
patient in need, with diminished incidence and or reduced intensity relative to one or more 
immediate release milnacipran side effects. 

2. (original) The milnacipran formulation of Claim 1, wherein the side effect is nausea. 

3. ( original) The milnacipran formulation of Claim 1, wherein the side effects are 
selected from the group consisting of vomiting, headache, tremulousness, anxiety, panic attacks, 
palpitations, urinary retention, orthostatic hypotension, diaphoresis, chest pain, rash, weight gain, 
back pain, constipation, vertigo, increased sweating, agitation, hot flushes, tremors, fatigue, 
somnolence, dyspepsia, dysoria, nervousness, dry mouth, abdominal pain, irritability, and 
insomnia. 

4. (original) The milnacipran formulation of Claim 1 comprising: 

(a) an immediate release dosage unit comprising a first dose of the active agent that is 
released substantially immediately following oral administration of the dosage form to a patient 
resulting in the first plasma level peak at approximately 0.05 hours to iess than 3 hours following 
oral administration; 

(b) a delayed release dosage unit comprising a second dose of the active agent and a 
means for delaying release of the second dose resulting in the second plasma l evel peak at 



4 



CP J 07 V 
0:85337-0004? 



U.SS.N. H).g">90,K72 
Filed: October 22. 2003 

AMENDMENT AND RESPONSE TO OFFICE ACTION 

approximately 3 hours to less than 14 hours Following oral administration of the dosage form; 
and optionally 

(c) a second delayed release dosage unit comprising a third dose of The active agent and a 
means for delaying release of the third dose resulting in the third plasma level peak at 
approximately 5 hours to less than 18 hours following oral administration of the dosage form. 

5. (original.) The mihiacipran formulation of claim. 4, wherein an enteric coating is 
added to the formulation and the release profile is further characterized by a 0,05-4 hours lag 
time period during which less than approximately 10% of the firs! "pulse" mtlnac.ip.ran dose is 
released followed by a complete release of the first, "pulse's 

6. (original.) The railnacipran formulation of Claim 1 providing mihiacipran blood 
plasma levels that are characterized by C max below approximately 3000 ng/ml. 

7. (original} The mihiacipran formulation of Claim 6 providing milnacipra.ii blood 
plasma levels that are characterized by C max below approximately 2000 ng/ml 

8. (original) The mihiacipran formulation of Claim 6 providing mihiacipran blood 
plasma levels that are characterized by C max below approximately 1000 ng ml 

9. (original) "The mihiacipran formulation of Claim 1 further compri sing at least one 
other active compound selected from the group consisting of analgesics, ami -inflammatory 
drugs, antipyretics. antidepressants, antiepileptics» antihistamines, antimigraine drugs, 
antimuscarinics, anxioltyics, sedatives, hypnotics, antipsychotics, bronchodi Utters, and asthma 

drugs, cardiovascular drugs, corticosteroids, dopaminergics, electrolytes, gastrod.ntesti.nal drugs, 
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muscle relaxants, nutritional agents, vitamins, parasympathomimetics, stimulants, anorectics, and 
ariti -narcoleptics. 

10. (original) The milnacipran fonnulation according to claim 9, comprising one or 
more compounds selected from the group consisting of aceelofenac, acetaminophen, 
adomexetine. almotriptan, alprazolam, amantadine, amcinomde, aniinocyelopropane, 
amitriptyline, amolodipinc, amoxapinc, amphetamine, aripiprazole, aspirin, atomoxetine, 
,> < ■, •!!(») i . ! t !■ I i beclomethasone, benactyzine, henoxaptofen, bennoprofen. betamethasone, 
bicifadinc, bromocriptine, budesonide, buprenorphine, bupropion, buspirone, btitorphanol, 
butriptylme, caffeine, carbainazepine, carbidopa, carisoprodol, celeeoxib, chlordiazepoxide, 
ehlorpixmiazine, choline salicylate, citalopram, clomipramine, clonazepam, clomdine, 
clonitazene, ciorazepate, clotiazepam, cioxazolam. clozapine, codeine, corticosterone, cortisone., 
cyclohenzaprine, cyproheptadine, demexiptiline, desipramine, desomorphine. dexamethasone, 
dexanabinoL dextroamphetaro ine sulfate, dextromoramide, dex tropropoxyphene, dczocine, 
diazepam, dibenzepim diclofenac sodium, diflunisaf dihydrocodeine, dihydroergotamine, 
dihydromorphine. dirnetacrme, divalproxex, dizatriptan, doiasetron, donepezil, dothiepiti, 
doxepin, duloxetine, ergotamine, escitalopram. estazolam, ethosuximide. ctodolac, femoxetine, 
fenamaies, fenoprofen, fentany], lludiazepam, fluoxetine, fluphenazine, flurazepam, flurbiprofen, 
ftuiazoiam, fluvoxamine, .trov atrip tan, gabapentin, galantamine, gepirone. ginko bilboa, 
granisetron. halopendoL huperzme A, hydrocodone, hydrocortisone, hydromorphone, 
hydroxy ine ibuprofe-n imipramine indiplon, indometha in in oprofen iprindok ipsapironc 
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ketaserht, ketoprofem ketorolac, lesopltron, levodopa, lipase, lofepramine, forazepam, ioxapine, 
iii.'P - ' ! ....i,.> rneienanhc acid, melatonin, melitracen, memantine, meperidine, 
meprobamate, mcsalamine, tnetapramine, nielax alone, methadone, methadone, 
methaniphelaimne, methocarbamol, methyklopa, melhylphenidate, methyl saiicylate, 
meihysergidfe), metoelopramide, mianserin, mifepristone, milnaeipran. minaprine, mirtazapine, 
mociobemide, rnodafmil, molindone, morphine, morphine hydrochloride, na.bumelonc, nadolol, 
naproxen., naratriptan, nefazoclone, nearontin, nomifensine, nortriptyline, olanzapine, olsalazrne, 
ondansetron, o pi pram ok orphenadrine, oxafiozane, oxaprazin, oxazepam, ox i trip Urn. oxycodone, 
oxymorphonc, pancreiipase, pareeoxib. paroxetine, pemoline, pentazocine, pepsin, perphenazine, 
phenaceiin, phendimetrazine, phenmetrazine, phenylbutazone, phenytoin, phosphatidylserine. 
pimozide, pirlindole, piroxicam, pizoli fen, pizotyline, pramipexole, prednisolone, prednisone, 
pregabaliu, propanoic!, propizepine. propoxyphene, protriptyfine, quazepam, quinupramine, 
reboxiiine, reserpine, risperidone, ritanserin, rivasiigmine, rizatriptan, rofeeoxib, ropinirolc, 
rotigotine, salsalaie, sertraline, slbut.ra.mtne, sildenafil, sulfasalazine, sulindac, sumatriptan, 
tacrine, temazepam, teirabenozine, thiazides, lhi.ori.daz.ine, thiothixene, liapride, tiasipirone, 
tizauidme, tofeuacin, tolmetin, toloxatone, iopiramate, tramadol, trazodone, triazolam, 
tri fluoperazine, trimethobenzamide, trimipramine, tropisetron, valdecoxib, valproic acid, 
venlafaxine, viloxazine, vitamin B, zimel.di.ne, ziprasidone, zolmhrsptan, Zolpidem, zopiclone and 
isomers, salts, and combinations thereof. 
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1 1. (original } T he milnacipran formulation of Claim 1, wherein the milnacipran is in the 
form of a therapeutically equivalent dose of dextrogyral or levrogyra! enantiomers of the 
milnacipran or pharmaceuticaHy acceptable salts thereof, 

12. (original} The milnacipran formulation of Claim L wherein (he milnacipran is in the 
form of a therapeutically equivalent dose of a mixture of milnacipran enantiomers or 
pharmaeeutically acceptable salts thereof. 

13. (currently amended) The -milnacipran formulation of Claim 1 , wherein the 
milnacipran is in the form of a therapeutically equivalent dose of the an active metabolite of 
mi lnacipran or pharmaeeutically acceptable salts thereof. 

14. (original) The milnacipran formulation of Claim L wherein the milnacipran is in the 
form of a therapeutically equivalent dose of para-bydroxy-milnacipnm (F2782) or 
pharmaeeutically acceptable salts thereof. 

15. (original) The milnacipran formulation of Claim 1 further comprising an enteric 

coating. 

16. {original) The milnacipran formulation of Claim J, wherein the administrable 
miinaci pra n unit dose is from 25 to 500 nig. 

17. (original) The milnacipran formulation of Claim 1, wherein the administrable 
milnacipran unit dose is from 200 to 500 mg. 

IS. (original) The milnacipran formulation, of Claim 1 4 comprising 25 to 500 mg 
milnacipran and 100 to 600 mg modahnii. 
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19. {original) The milnacipran formulation of claim 1 comprising a mixture of beads or 
panicles releasing drug at different times. 

20. (original ) A kit comprising the milnacipran formulation of Claim 1. 

21 . (original) The kit of Claim 20 comprising different dosage units of milnacipran to 
allow for dosage escalation. 

22. (original) The kit of Claim 20 comprising instruction on taking die formulation once 
daily before bedtime. 

23. (original) A method of making a milnacipran formulation comprising providing (he 
formulation of Claim 1. 

24. (original) A method for delivering a therapeutic dose of milnacipran as a starting 
dose to a patient in need thereof, with diminished incidence or reduced intensity of common 
milnacipran side effects, comprising administering to the partem in need thereof the milnacipran 
formulation of claim 1. 
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